Metabolism of lipoxins A4 and B4 and of their all-trans isomers by human leukocytes and rat liver microsomes.
Incubation of lipoxin A4 (LXA4) either with human leukocytes or with rat liver microsomes in the presence of NADPH very selectively led to a more polar metabolite retaining the conjugated tetraenic structure of LXA4. Lipoxin B4 (LXB4) underwent a very similar metabolism into a more polar metabolite, whereas the all-trans isomers of LXA4 and LXB4 were selectively transformed by the same biological systems into metabolites derived from the reduction of one of the double bonds of the conjugated tetraene moiety of the starting compounds. Microsomal metabolism of LXA4 and LXB4 was NADPH-dependent and strongly inhibited by CO and miconazole indicating the involvement of cytochrome P-450 monooxygenase enzymes. Striking similarities between the metabolism of lipoxins and that of leukotriene B4 (LTB4) suggest that LXA4 and LXB4 are mainly hydroxylated, on omega or omega-I position, by human leukocytes and rat and human liver microsomes, whereas their all-trans isomers are mainly reduced into conjugated trienic compounds.